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LI ANSWER 1 OF 20 CAPLUS COPYRIGHT 2007 ACS on STN 

AB There is provided homogeneous pharmaceutical compns. for the treatment of, for 
example, rhinitis, asthma and/or chronic obstructive pulmonary disease (COPD) 
comprising a corticosteroid and an antihistamine, a polar lipid liposome and a 
pharmaceutically acceptable aqueous carrier. Thus, a composition was prepared 
containing loratadine 1.0 mg, fluticasone propionate 125 fag, DMPC 8.05 mg. 
Lipoid SlOO 26.95 mg, citric acid 19.2 mg, solid NaOH 8.4 mg, IM NaOH and/or 
IM HCl to pH 5.0, and water to l mL. 
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for treating rhinitis and related disorders 
IN Pereswetof f -Morath, Lena; Carlsson, Anders; Bjerke, Torbjoem 
PA Biolipox AB, Swed. 
SO PCT Int. Appl., 38pp. 

CODEN : PIXXD2 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO. DATE 



PI 



2007026151 




Al 




20070308 




WO 2006- 


GB3222 




20060831 


W: 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BW, 


BY, 


BZ, 


CA, 


CH, 




CN, 


CO, 


CR, 


CU, 


cz. 


DE, 


DK, 


DM, 


DZ, 


EC, 


EE, 


EG, 


ES, 


FI, 


GB, 


GD, 




GE, 


GH, 


GM, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KM, 


KN, 


KP, 




KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


LY, 


MA, 


MD, 


MG, 


MK, 


MN, 




MW, 


MX, 


MY, 


MZ, 


NA, 


NG, 


NI, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


RO, 


RS, 




RU, 


SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


sv, 


SY, 


TJ, 


TM, 


TN, 


TR, 


TT, 


TZ, 




UA, 


UG, 


US, 


UZ, 


vc. 


VN, 


ZA, 


ZM, 


zw 
















RW: 


AT, 


BE, 


BG, 


CH, 


CY, 


cz. 


DE, 


DK, 


EE, 


ES, 


FI, 


FR, 


GB, 


GR, 


HU, 


IE, 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 




CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 




GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


sz. 


TZ, 


UG, 


2M, 


ZW, 


AM, 


AZ, 


BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






















2005 


-712822P 




P 




20050901 





















OS MARPAT 146:302320 

RE.CNT 3 THERE ARE 3 CITED REFERENCES AVAILABLE FOR THIS RECORD 

ALL CITATIONS AVAILMLE IN THE RE FORMAT 



LI ANSWER 2 OF 20 CAPLUS COPYRIGHT 2007 ACS on STN 

AB A controlled- release, non- sedating antihistamine and decongestant compn. which 
provides a '24 -h decongestant dissoln. profile using standard ungranulated 
xanthan gum as the sole controlled- release agent and a process for preparing 
the same is provided. The pharmaceutical composition of the present invention 
typically includes: a compressed extended- release core comprising a 
pharmaceutically effective amount of decongestant, ungranulated xanthan gum, 
one or more binders, a flow agent, and a lubricant. An immediate-release 
coating composition is disposed on the core that typically includes a non- 
sedating antihistamine and at least one coating agent. 
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PA USA 

SO U.S. Pat. Appl. Publ., 6pp. 

CODEN : USXXCO 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE APPLICATION NO.. DATE 



PI 



2007036859 




Al 




20070215 




US 2006- 


502114 




20060810 


2007021968 




A2 




20070222 




WO 2006- 


US31434 




20060811 


W : 


AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ , 


BA, 


BB , 


BG, 


BR, 


BW, 


BY, 


BZ , 


CA, 


CH, 




CN, 


CO, 


CR, 


CU, 


CZ, 


DE , 


DK, 


DM, 


DZ , 


EC , 


EE , 


EG, 


ES, 


FI, 


GB, 


GD, 




GE, 


GH, 


GM, 


HN, 


HR, 


HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE , 


KG, 


KM, 


KN, 


KP , 




KR, 


KZ, 


LA, 


LC, 


LK, 


LR, 


LS , 


LT, 


LU, 


LV, 


LY, 


MA, 


MD, 


MG, 


MK, 


IVVTKT 




MW, 


MX, 


MZ, 


NA, 


NG, 


NX, 


NO, 


NZ, 


OM, 


PG, 


PH, 


PL, 


PT, 


KO, 


Kb , 


■DTT 
KU , 




SC, 


SD, 


SE, 


SG, 


SK, 


SL, 


SM, 


SY, 


rn T 

TJ , 


TM, 


TN, 


TR, 


TT, 


TZ, 


TT7V 
UA, 


UG, 




US, 


UZ, 


vc. 


VN, 


ZA, 


ZM, 


ZW 




















RW: 


AT, 


BE, 


BG, 


CH, 


CY, 


CZ, 


DE, 


DK, 


EE, 


ES, 


FX, 


FR, 


GB, 


GR, 


HU, 


IE, 




IS, 


IT, 


LT, 


LU, 


LV, 


MC, 


NL, 


PL, 


PT, 


RO, 


SE, 


SI, 


SK, 


TR, 


BF, 


BJ, 




CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GQ, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG, 


BW, 


GH, 




GM, 


KE, 


LS, 


MW, 


MZ, 


NA, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZM, 


ZW, 


AM, 


AZ, 


BY, 




KG, 


KZ, 


MD, 


RU, 


TJ, 


TM 






















2005 


-707267P 




P 




20050811 




















2006 


-502114 




A 




20060810 





















LI ANSWER 3 OF 20 CAPLUS COPYRIGHT 2007 ACS on STN 

AB In various embodiments of the present invention, a capsule is provided 

including a hydrophobic inner layer and at least one hydrophilic outer layer. 
The hydrophobic layer may include a hydrophilic component such as an active 
pharmaceutical ingredient (API) which may be fully encapsulated, partially 
encapsulated or part of an adsorption complex. Such capsules experience no or 
minimal cracking or breaking in the outer layer. Thus, a capsule formulation 
comprising (i) an outer layer containing gelatin 80.00, glycerol 18.00, and 
sorbitol 2.00, and (ii) a core layer containing triglyceride 86.50, sweetener 
1.50, Cab-O-Sil 1.00, menthol 3.50, eucalyptol 1.00, and phenylephrine HCl 
(encapsulated with Et cellulose 53:47) 5.00%, resp. The formulation was mixed 
to prepare the resp. layers. The material was extruded through each one of a 
double and triple nozzle, resp., arranged concentrically and released into a 
cooling solution (vegetable oil) to produce capsules in form of a double and 
triple structure, resp. The resulting capsules were spherical and about 8 mm 
in diameter 
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TI Compositions with hydrophilic drugs in a hydrophobic medium 
IN Kulkarni, Neema Mahesh; Meghpara, Kanji Madhavji 
PA Warner-Lambert Company LLC, USA 
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LI ANSWER 4 OF 20 CAPLUS COPYRIGHT 2007 ACS on STN 

AB Disclosed is a taste masked pharmaceutical compn. comprising: (a) a core 

containing a bitter-tasting drug, such as cetirizine dihydrochloride; and (b) 
a coating comprising a pharmaceutically acceptable cationic polymer based on 
mono- or dialkylaminoalkyl methacrylate and neutral acrylic or methacrylic 
esters, wherein the alkyl group independently has 1 to 6 carbon atoms, wherein 
the coating is applied to the surface of the core. The taste masked 
pharmaceutical compns. of the invention may be prepared without using an 
organic solvent or a cyclodextrin. 

AN 2006:577864 CAPLUS Full -text «LOGINID : : 20070622>> 

DN 145:34293 

TI Solvent- free taste masked pharmaceutical compositions 

IN Kumaraperumal , Natrajan; Palaniswamy, Suresh; Davila, Pablo 

PA USA 

SO U.S. Pat. Appl. Publ., 9 pp. 

CODEN: USXXCO 
DT Patent 
LA English 
FAN.CNT 1 

PATENT NO. KIND DATE 



APPLICATION NO. 



DATE 



PI US 2006127479 
PRAI US 2004-961728 



Al 



20060615 
20041008 



US 2004-961728 



20041008 



LI ANSWER 5 OF 20 CAPLUS COPYRIGHT 2007 ACS on STN 

AB The pseudopolymorph of desloratadine formed with carbon dioxide has valuable 
anti-allergic effects and can be used as a pharmaceutical active ingredient. 
The present invention also relates to the preparation of desloratadine of high 
purity. The present invention also relates to the use of the pseudopolymorph 
of desloratadine for the preparation of its salts. Thus, tablets were 
obtained from 5.0 mg/tablet desloratadine pseudopolymorph. 

AN 2006:34627 CAPLUS Full- text <<LOGINID : : 20070622>> 

DN 144:114351 

TI Pseudopolymorph of desloratadine formed with carbon dioxide 

IN Mezei, Tibor; Simig, Gyula; Lukacs, Gyula; Porcs-Makkay, Marta; Volk, 

Balazs; Molnar, Eniko; Hofmanne Fekete, Valeria; Szent-Kirallyi , Zsuzsanna 
PA Egis Gyogyszergyar Rt., Hung. 
SO PCT Int. Appl., 48 pp. 
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LI ANSWER 6 OF 20 CAPLUS COPYRIGHT 2007 ACS on STN 

AB The present invention relates to novel rapidly disintegrating pharmaceutical 
compns. useful as orodispersible tablets. The composition of the present 
invention comprises granules comprising at least one active substance, a fast 
dissolving excipient based on co-processed saccharides or polyols, wherein the 
excipient particles have a nonf ilamentous microstructure, and silicified 
microcryst. cellulose. A rapidly disintegrating tablet contained loratadine 
7,14, Aerosil-200 0.09, citric acid 0.54, Sc-Di-Sol 1.00, PVP K25 0.71, corn 
starch 3.57, anhydrous lactose 10.-71, Polysorbate-80V 1.07, fast dissolving 
excipient based on co-processed mannitol and sorbitol comprising particles 
having a nonf ilamentous microstructure 56.48, ProSolv SMCC-90 15.72, citric 
acid 0.54, aspartame 0.36, fragrance sweet orange 0.46, Aerosil-200 1.50, and 
magnesium stearate 1.50%. 

AN 2006:31726 CAPLUS Full -text «LOGINID : : 20070622>> 
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TI Rapidly disintegrating orodispersible composition containing 
nonf ilamentous coprocessed polyols particles and silicified 
microcrystalline cellulose 

IN Beso, Adnan; Sirca, Judita 
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SO PCT Int. Appl., 26 pp. 
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LI ANSWER 7 OF 2 0 CAPLUS COPYRIGHT 2 007 ACS on STN 

AB The present invention describes a method for the impregnation of a drug or a 
drug composition into ophthalmic articles, in order to prepare drug sustained 
release systems mainly for the treatment of glaucoma and other eye diseases. 
Ophthalmic articles can be, e.g., contact lenses. The drug or drug 
composition is dissolved in a compressed fluid, or mixture of compressed 



fluids, in a liquid, sub-critical liquid, gaseous or supercrit . state. Co- 
solvents can be added to increase drug solubility in the compressed fluids. 
The mixture is subsequently contacted with the ophthalmic article. This 
process can be done in a single step or in a double step manner. The 
impregnation can be carried out in finished or semifinished ophthalmic 
articles. Even after a 3 -mo storage period, the ophthalmic articles are still 
impregnated with flurbiprofen. 
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TI preparation of sustained- release therapeutic ophthalmic articles using 

compressed fluids for impregnation of drugs 
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PA Universidade de Coimbra, Port.; IBET- Institute de Biologia Experimental e 
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AB The invention is directed to a pre-metered dry powder inhaler provided with a 
dry powder dose of a sensitive moisture- sensitive drug, e.g., tiotropium and 
excipient(s) loaded into a container comprising a dry, high barrier seal, 
which prevents ingress of moisture so that the fine particle structure of the 
powder dose is preserved. The dry powder dose has been formed by either 
volumetric or elec. field dose forming methods. The invention is also 
directed to a dry powder dose of tiotropium loaded into a container as 
described above. The dry powder inhaler and the dry powder dose of the 
invention is intended for use in the treatment of asthma and other respiratory 
disorders . 
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AB The invention discloses a medical product comprising a dry powder medicament 
dose and a container adapted for use in a dry powder inhaler that may be used 
in treatment of respiratory disorders. 
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AB This method for the prodn. of 99mTc-marked microparticles entails dissolving a 
9 9mTc- containing salt in a solvent. A suspension of microparticles is mixed 
with the solution and the solvent and the suspension medium are evaporated 
The particles so produced can be used as radioactive powder inhalants. 
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AB The invention features a method for treating a patient diagnosed with, or at 
risk of developing, an immunoinf lammatory disorder by administering a non- 
steroidal immunophil in -dependent immunosuppressant (NsIDI) and an NsIDI 
enhancer (NsIDIE) or analog or metabolite thereof to the patient. The 
invention also features a pharmaceutical composition containing an NsIDI and 
NsIDIE or analog or metabolite thereof for the treatment or prevention of an 
immunoinf lammatory disorder. 
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AB A solid controlled release pharmaceutical compn. suitable comprises a drug, a 
primary release-modifying agent, a secondary release -modifying agent and an 
auxiliary release-modifying agent, which are present in amts, that 
synergistically extend the release of the active ingredient . Thus, tablets 
contained nicotinic acid 500.00, PEG (mol. weight 4,000,000) 170.0, retrograde 
starch 40.00, lactose monohydrate 30.00, talc 5.00, and Mg stearate 5.00 rag, 
and water qs. 
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M Desloratadine is prepd. by the hydrolysis of loratadine in neat ale. (e.g., 
methanol) in presence of an inorg. base (e.g., NaOH) followed by isolating 
desloratadine upon addition of excess water, 
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AB Title compds. I [wherein Rl = H, halo, CN, or (un) substituted alkyl, 

heterocycloalkyl (alkyl) , heteroaryl, (hetero)arylalkyl; acyl, carboxy, 
(thio) ether, amino, carbamoyl, acylamino, carboxyamino , or ureido; R2 = H, CN, 
carboxy, halo, N02, CF3, or (un) substituted carbamoyl; provided that Rl and R2 
are not both H; R3 = H, CF3, or (un) substituted (cyclo) alkyl; R4-R7 = 
independently H, halo, amino, carboxy, alkyl, alkoxy, aryl (alkyl), OH, CF3, 
alkanoyloxy, or carbamoyloxy; provided that R6 and R7 are not both H; and 
pharmaceutically acceptable salts thereof] were prepared as cannabinoid-1 
(CBl) receptor antagonists and/or inverse agonists (no data) . For example, 
benzyl 4-chlorophenyl ketone was condensed with DMF dimethylacetal in DMF to 
give 3- (dimethylamino) -1- (4-chlorophenyl) -2- phenylprop-2-en-l-one . 
Cyclocondensation of the vinyl ketone with cyanoacetamide using NaH in DMF and 
MeOH provided the 3-cyano-2-pyridone. Conversion of the nitrile to the 
carboxylic acid with 50% H2S04, followed by esterif ication using HCl in MeOH 
gave Me 6- (4-chlorophenyl) -5-phenyl- 2- oxo-1, 2 -dihydropyridine- 3 -carboxy late . 
O-alkylation of the pyridone with benzyl bromide in the presence of Cs2C03 in 
DMF afforded the title 2, 3-diphenylpyridine II. Compds. of the invention and 
their pharmaceutical compns. serve as centrally acting drugs for the 
treatment, prevention, and suppression of diseases mediated by the CBl 
receptor, such as psychosis, memory deficits, cognitive disorders, migraine, 
neuropathy, neuro- inflammatory disorders including multiple sclerosis and 
Guillain-Barre syndrome, the inflammatory sequelae of viral encephalitis, 
cerebral vascular accidents, and head trauma, anxiety disorders, stress, 
epilepsy, Parkinson's disease, movement disorders, and schizophrenia (no 
data) . I are also useful for the treatment of substance abuse disorders, 
obesity or eating disorders, asthma, constipation, chronic intestinal pseudo- 
obstruction, and cirrhosis of the liver (no data) . 
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AB 


An 


active ingredient from the group 


of 


an antihistamine, a 


decongestant 



antitussive or anticholinergic is dissolved in a suitable solvent and added to 
a dispersion of tannic acid in water to form the tannate salt complex of the 
active ingredient. The active ingredient tannate salt complex without 
isolation or purification is then added to a liquid or semi -solid medium 
composed of thickening, suspending, coloring, sweetening and flavoring agents, 
with stirring. Thereafter, preservatives, pH-adjusting and anti-caking agents 
in a suitable solvent are mixed with the liquid or semi -solid medium to 
generate a therapeutic dosage form. A suspension with xanthan gum as 
thickening agent was prepared from a formulation containing pseudoephedrine 
tannate 1.500, diphenhydramine tannate 0.500, saccharin sodium 0,3 00, sucrose 
10.000, glycerin 7.500, Mg Al silicate 0.800, xanthan gum 0.520, dibasic 
sodium phosphate 1.000, methylparaben 0.200, sodium benzoate 0.100, FD&C Red 
Number-40 0.040, strawberry flavor 0.500, and water qs to 100%. 
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AB Texture masked particles and chewable tablets made therefrom are disclosed. 

The texture masked particles are comprised of (i) a core containing an active 
ingredient, e.g. and antacid or non-steroidal anti- inflammatory agent, (ii) an 
optional first layer of a taste masking agent that substantially covers the 
core, and (iii) a texture masking coating layer on the surface of the core 
comprising a film-forming polymer and an anti-grit agent. A taste masked 
particles comprise (i) a core containing an active ingredient, and (ii) a 
taste masking agent composed of an enteric polymer and an insol. film- forming 
polymer. The particles may be produced into a tablet form, such as a chewable 
tablet, that provides for the immediate release of the active ingredient. For 
example, a texture masking coating solution was prepared by dispersing equal 
amount of hydroxypropyl Me cellulose and polyethylene glycol 800 together with 
acesulfame potassium (1% of solids) in a solvent comprising 77% ethanol and 
23% water so that the solid materials represented 10% of the finished solution 
Then, Et cellulose-encapsulated acetaminophen (1000 g) was sprayed with the 



texture masking coating solution prepared so that the level of the texture 
masking coating materials was 7% by weight of the total finished texture 
masked coated particles. The resulting coated particles had an average 
diameter of 380 \x, 
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AB The invention relates to inhalant compns. based on tiotropium salts and 
antihistamines, a method for their production and their use for treating 
respiratory illnesses, e.g. allergic and non-allergic rhinitis. Thus and 
inhalation powder contained per microcapsule (|ug) : tiotropium bromide 21.7; 
epinastine-hydrochloride 200; lactose 4778.3. 
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AB A review, with refs. A new competitive histamine Hl-receptor antagonist with 
superior binding affinity at this receptor as compared with other common 
antihistamines, desloratadine is the active metabolite of loratadine, the most 
extensively used agent of this class. Under development for the treatment of 
allergic rhinitis and urticaria and currently awaiting regulatory approval in 
the United States, desloratadine was recently approved and became com. 
available in Europe for the treatment of allergic disease, Desloratadine is 
at least 50 -fold more potent in vitro and appears to be 10 -fold more potent in 
vivo than loratadine. The new antihistamine is metabolized to 3- 
hydroxydesloratadine, which retains biol . activity. Absorption of orally 
administered desloratadine is dose proportional, and desloratadine achieves 
steady- state concns. after approx. 5 doses with once-daily administration. 
This is consistent with mean half -life values of 24-27 h and a 24 -h dosing 
interval. The absorption of desloratadine is not affected by food and there 
are no clin. relevant drug-drug interactions. In randomized, double-blind, 
placebo- controlled clin. trials, a single 5 mg dose of desloratadine conferred 
significant relief of seasonal allergic rhinitis {S|AR) symptoms - including 
the complaint of nasal congestion - within hours of the first dose, and these 
effects were sustained both for the entire 24-h dosing interval and up to 2-4 
wk with once-daily treatment (5 mg/day) . In addition, patients with seasonal 
exacerbations of mild to moderate asthma derived similar clin. benefits from 
desloratadine , with significant, first-dose relief of both SAR-related 
complaints such as nasal congestion as well as asthma symptoms. In addition, 
P2 agonist requirements for symptom management were significantly reduced from 
baseline in these asthma patients when treated with the 5 mg/day desloratadine 
regimen as compared with placebo. Also experiencing marked relief of symptoms 
upon treatment with desloratadine were patients with chronic idiopathic 
urticaria, who exhibited significant first-dose relief of pruritus and 
sustained redns . in this symptom, nos . of lesions (and size of largest hive) 
and sleep disturbances, with a marked improvement in their ability to carry 
out activities of daily living. The clin. benefits of desloratadine in the 
above clin. settings were accompanied by general improvements in quality of 
life. Desloratadine does not cross the blood-brain barrier, as demonstrated by 
both human studies using cognitive indexes as well as work in animal models. 
Desloratadine is well tolerated, and no significant drug- related (or food- 
related) adverse effects were noted when the agent was administered together 
with cytochrome P 450 inhibitors (e.g., ketoconazole, erythromycin). 
Administration of desloratadine has not been shown to cause any significant 



changes in cardiac activity at therapeutic doses, even at 9- fold higher doses, 
or in the presence of P 450 inhibitors. Nor does administration of 
desloratadine lead to sedation, even in the presence of ale. 
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AB This is a review contg. 39 refs. Desloratadine is the orally active major 
metabolite of the nonsedating Hl-antihistamine loratadine. The drug had no 
adverse cardiovascular effects in various animal models or when administered 
at 9 times the recommended adult dosage for 10 days in volunteers. 
Therapeutic dosages had no effects on wakefulness or psychomotor performance 
in healthy volunteers. No clin. significant interactions have been reported 
between desloratadine and drugs that inhibit the cytochrome P 450 system, nor 
does the drug potentiate the adverse psychomotor effects of ale. Oral 
desloratadine 5mg once daily for up to 4 wk in patients with seasonal allergic 
rhinitis (SAR) significantly reduced nasal (including congestion) and non- 
nasal symptoms and improved health- related quality of life compared with 
placebo. Similar beneficial effects were observed in patients with SAR and 
coexisting asthma (in whom asthma symptoms and use of P2 -agonists were 
reduced) . Desloratadine 5mg once daily for 6 wk significantly improved 
pruritus and reduced the number of hives compared with placebo in patients 
with chronic idiopathic urticaria (CIU) . Sleep and day-time performance also 
improved. Desloratadine was well tolerated in clin. trials and had an adverse 
event profile similar to that of placebo in patients with SAR (with or without 
asthma) or CIU. 
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AB A review with 88 refs. Sepracor is developing desloratadine, a histamine HI 

antagonist, as an improved version of Schering-Plough ' s Claritin (loratadine), 
for the potential treatment of allergy. It is in phase III trials for chronic 
urticaria. In Oct. 1999, Schering-Plough submitted an NDA to the US FDA 
seeking clearance to market DCL for the treatment of seasonal allergic 
rhinitis. Schering-Plough also submitted a centralized marketing 
authorization application for desloratadine to the EU's EMEA. Extensive 
details of the pharmacol . activity and the therapeutic efficacy of 
desloratadine were presented, in 15 presentations, at the Mar. 2000 meeting of 
the American Academy of Allergy, Asthma and Immunol. Studies in over 2000 



rhinitic patients have shown that once daily treatment with 5 or 7.5 mg 
desloratadine alleviates rhinitis symptoms, improves the quality of life of 
rhinitis patients and also reduces nasal congestion. Desloratadine does not 
induce sedation in man, even when combined with ale, and does not prolong the 
QTc interval: Co-administration of either ketonconazole or erythromycin only 
increased plasma concns. of desloratadine by a small degree. In Dec. 1997, 
Schering-Plough and Sepracor entered into a licensing agreement giving 
Schering-Plough exclusive worldwide rights to Sepracor 's patents relating to 
desloratadine. Merrill Lynch predicted an NDA filing before the end of 1999 
and expects desloratadine to be launched during the second half of 2000. 
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AB Novel polymorph Forms III and V of desloratadine are provided. Pharmaceutical 
compns. containing such polymorphs are also provided. Desloratadine was 
prepared by the base hydrolysis of loratadine and was shown to be crystalline 
Form III. 
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AB The pseudopolymorph of desloratadine formed with carbon dioxide has valuable 
anti-allergic effects and can be used as a pharmaceutical active ingredient. 
The present invention also relates to the preparation of desloratadine of high 
purity. The present invention also relates to the use of the pseudopolymorph 
of desloratadine for the preparation of its salts. Thus, tablets were obtained 
from 5.0 mg/ tablet desloratadine pseudopolymorph. 
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AB The present invention relates generally to the field of tannate chem. and more 
specifically to methods for processing tannate tablets, capsules, or other 
solid dosage forms. The present invention provides a novel manufacturing 
process for the conversion of one or more active pharmaceutical ingredients 
("API") into their tannate salt complexes while incorporating the complexes 
into a therapeutic solid-dosage form which also may include non- tannate APIs. 
The first step of this process is to create a tannic acid powder blend by 
combining the salt or free base form of one or more APIs with tannic acid. 
After the dry blend is thoroughly mixed, a pharmaceutically acceptable liquid 
is added, for example by spraying, onto the dry powder blend facilitating the 
tannate salt conversion process. The conversion product is then added to 
addnl. dry powders thereby reducing the overall liquid content to a level that 
is more typical of wet granulation processes, 
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AB Rupatadine was prepd. from Loratadine via hydrolysis and alkylation to provide 

the product with overall yield 32.4%. 
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GI 




AB Title benzo [5, 6] cyclohepta [1; 2-b) pyridines and analogs (I) [wherein one of a, 
b, d, e = N, N=0; remaining a, b, d, e = C substituted with Rl or R2; or each 
a, b, d, e = C substituted with Rl or R2 ; X = N, C, CH; A, B = independently 
H, (un) substituted R9, carbamoyl (alkyl) , amino (alkyl) , acylamino (alkyl) , 
ureido (alkyl) , etc.; R1-R4 = independently H, halo, CF3 , alkoxy, amino, N02, . 
CN, alkyl, alkenyl, alkynyl, etc.; R5-R7a = independently H, CF3, acyl, alkyl, 
aryl; R8 = H, alkoxycarbonyl , aryloxycarbonyl , alkylsulf onyl, arylsulf onyl, 
etc.; R9 = (un) substituted heteroaryl (alkyl) , arylalkoxy, heterocyclyl (alkyl) , 
etc.; and stereoisomers, pharmaceutically acceptable salts, solvates, and 
prodrugs thereof] were prepared as farnesyl protein transferase (FPT) 
inhibitors. For example, a multi-step synthesis starting from tert-Bu 4- [8- 
chloro-6- (hydroxymethyl) -llH-benzo [5, 6] cyclohepta [1, 2-b] pyridin-11- yl] -1- 
piperazinecarboxylate, 2-methylimidazole, and p-cyanophenyl isocyanate gave 
(S)-II. The latter inhibited tumor growth of mouse H-Ras fibroblasts, HTB-177 
human non- small cell lung cancer cells, and LOX human melanoma cells by 98% 
(60 MPK, P.O., BID, x2) , 96% (80 MPK, p.o., BID, x3) , and 90.3% (60 MPK, p.o., 
BID, xl) , resp. Compds. of the invention inhibited FPT activity with IC50 
values in the range of 0.05 nM to 100 nM and suppressed anchorage -independent 
growth of human tumor cells in a soft agar assay with IC50 values in the range 
of <0.5 nM to 50 nM. Thus, I and their pharmaceutical compns. are useful for 
the treatment of proliferative diseases, such as cancer, 
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transferase inhibitors for treatment of cancer and other proliferative 
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AB Desloratadine is prepd. by the hydrolysis of loratadine in neat ale. (e.g., 
methanol) in presence of an inorg. base (e.g., NaOH) followed by isolating 
desloratadine upon addition of excess water. 
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AU 2002334383 Al 20040419 AU 2002-334383 20020924 

EP 1542986 Al 20050622 EP 2002-807860 20020924 

EP 1542986 Bl 20070124 
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RL: IMF (Industrial manufacture); SPN (Synthetic preparation); PREP 
(Preparation) 

(process for the production of desloratadine by the hydrolysis of 
loratadine in ale. with an inorg. base) 
RN 100643-71-8 CAPLUS 

ON 5H-Benzo [5, 6] cyclohepta [1, 2 -b] pyridine, 8-chloro-6, 11-dihydro-ll- (4- 

piperidinylidene) - (CA INDEX NT^E) 
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AB Descarboethoxyloratadine was prepd. in 93.9% yield by refluxing loratadine 

with KOH in 80% EtOH for 6 h, 
AN 2004:62696 CAPLUS Full-text <<LOGINID: :20070622» 
DN 141:190666 

TI Synthesis study of descarboethoxyloratadine 

AU Zhi, Yonggang; Zou, Yuguan; Han, Jie; Yang, Wenwei; Zhang, Liangfu 
CS Chengdu Institute Of Organic Chemistry, Chinese Academy Of Sciences, 

Chengdu, 610041, Peop, Rep. China 
SO Huaxue Yanjiu Yu Yingyong (2002), 14(5), 603-604 

CODEN: HYYIFM; ISSN: 1004-1656 
PB Huaxue Yanjiu Yu Yingyong Bianjibu 
DT Journal 
LA Chinese 

OS CASREACT 141:190666 
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RL: SPN (Synthetic preparation) ; PREP (Preparation) 
(synthesis study of descarboethoxyloratadine) 
RN 100643-71-8 CAPLUS 

CN 5H-Benzo [5, 6] cyclohepta [1, 2-b] pyridine, 8-chloro-6, 11-dihydro-ll- (4- 
piperidinylidene) - (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title compds. [I; one of a, b, d, e = N, N:0; remaining a, b, d, e = C 

(wherein each C atom has an Rl or R2 bound to said carbon) ; or each a, b, d, e 
= C (wherein each C atom has an Rl or R2) ; R1-R4 = H, halo, CF3, alkoxy, etc.; 
R5-R7, R9 = H, CF3 , alkyl , aryl, etc.; R8 = H, alkoxycarbonyl , 
aryloxycarbonyl , alkylsulf onyl, arylsulf onyl, etc.; dotted line = single or 
double bond; X = N, CH; A, B = (un) substituted CH, CH2] , their stereoisomers, 
pharmaceutically acceptable salts, solvates, and prodrugs which are useful for 
inhibiting farnesyl protein transferase, were prepared E.g., a multi-step 
synthesis of II, was given. The compds. I have an FTP IC50 in the range of 
0.05 nM to 100 nM. Also disclosed are pharmaceutical compns . comprising title 
compds. I as well as methods of using them to treat proliferative diseases 
such as cancer. 

AN 2003:971730 CAPLUS Full -text <<LOGINID : : 20070622>> 

DN 140:27844 

TI Preparation of tricyclic antitumor compounds as farnesyl protein 
transferase inhibitors 

IN Zhu, Hugh Y. ; Njoroge, F. George; Cooper, Alan B.; Guzi, Timothy; Rane, 
Dinanath F. ; Minor, Keith P.; Doll, Ronald J.; Giri j avallabhan, Viyyoor 
M.; Santhanam, Bama; Pinto, Patrick A. ; Vibulbhan, Bancha; Keertikar, 
Kartik M.; Alvarez, Carmen S.; Baldwin, John J.; Li, Ge; Huang, Chia-Yu; 
James, Ray A.; Bishop, W. Robert; Wang, James J. S.; Desai, Jagdish A. 

PA USA 

SO U.S. Pat. Appl. Publ., 519 pp., Cont . -in-part of U.S. Pat. Appl. 2002 

198,216. 
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OS MARPAT 140:27844 



IT 100643-71-8P 

RL: PAC (Pharmacological activity) ; RCT (Reactant) ; SPN (Synthetic 
preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation of tricyclic antitumor compds, as farnesyl protein transferase 
inhibitors) 
RN 100643-71-8 CAPLUS 

CN 5H-Benzo [5, 6] cyclohepta [1, 2-b] pyridine, 8-chloro-6, ll-dihydro-ll- (4- 
piperidinylidene) - (CA INDEX NAME) 
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M Desloratadine and its N-formyl deriv, were synthesized from loratadine via 
potassium hydroxide hydrolysis and formylated with formic acid, gave the 
products with yield 79% and 68.8% resp. 

AN 2003:700803 CAPLUS Full-text <<LOGINID : : 20070622>> 

DN 140:111248 

TI Synthesis of desloratadine and its N-formyl derivative 
AU Li, Jia-ming; Li, Feng; Tong, Yuan- Feng; Tao, Li 

CS Department of Pharmaceutical Chemistry, Anhui College of Traditional 

Chinese Medicine, Hefei, 230038, Peop. Rep. China 
SO Zhongguo Xinyao Zazhi (2003), 12(7), 536-538 

CODEN: ZXZHA6; ISSN: 1003-3734 
PB Zhongguo Xinyao Zazhishe 
DT Journal 
LA Chinese 

OS CASREACT 140:111248 

IT 100643-71-8P, Desloratadine 

RL: SPN (Synthetic preparation); PREP (Preparation) 



(synthesis of desloratadine and its N-fortnyl derivative) 
RN 100643-71-8 CAPLUS 

CN 5H-Benzo [5, 6] cyclohepta [1, 2-b] pyridine, 8-chloro-6, 11-dihydro-ll- (4- 
piperidinylidene) - (CA INDEX NAME) 
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AB Disclosed is a method of treating and or preventing infections of Trypanosoma 
brucei, a parasite from tsetse fly causing sleeping sickness, by administering 
to a patient, in need of such treatment, an effective amount of a farnesyl 
protein transferase inhibitor alone or in combination with an addnl . anti- 
Trypanosoraa brucei agent and/or an ant i -Trypanosoma brucei resistance 
reversing agent. The farnesyl protein transferase inhibitors are represented 
by general formulas, e.g. (I) [wherein R1-R3 = H, alkoxycarbonyl , each 
(un) substituted alkyl, alkenyl, alkynyl, aryl, heterocyclyl , or C0NH2 , 
cycloalkyl, cyano; or any of two R1-R3 form a cycloalkyl group; R4, R5 = H, 
halo, N02, cyano, etc.; R6-R8 = H, lower alkyl, substituted alkyl, 
(un) substituted aryl; R, S,T = CH2 , CO, CH(CH2)pQ; wherein Q = (un) substituted 
NH2 or OH, cyano; p =0,1,2; V, W, X = O, H; Y, Z = each mono- (un) substituted 
CH2, NH, S02NH, C0NH2 ; m,n = 0,1; A, B,C, D = C, O, S, N; provisos are given]. 
21 Specific farnesyl protein transferase inhibitors, e.g. N- (6 , ll-dihydro-5H- 



benzo [5,6] cyclohepta [1, 2-b] pyridin-ll-yl) piperazine derivative (II) , are 
claimed. The compds. of the invention had an IC50 range of between 0.0019 |aM 
to 15 juM in Trypanosoma brucei FPTase SPA assay, and an ED50 range of between 
0.2 |iM to <10 ^iM in T. brucei cell-based assay. 

AN 2003:551183 CAPLUS Full -text <<LOGINID: : 20070622» 

DN 139:117438 

TI Preparation of N- (benzo [5 , 6] cyclohepta [1, 2-b] pyridin-ll-yl) piperazine and 
-piperidine derivatives and related compounds and treatment of Trypanosoma 
brucei with farnesyl protein transferase (FPTase) inhibitors 
IN Windsor, William T.; Weber, Patricia C; Striclcland, Corey; Syto, 

Rosalinda; Giri javallabhan, Viyyoor M. ; Kaminslci, James J.; Quo, Zhuyan 
PA Schering Corporation, USA 
SO U.S. Pat. Appl. Publ., 48 pp. 
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PATENT NO. 
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APPLICATION NO. 
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IT 100643-71-8P 

RL: RCT (Reactant) ; SPN (Synthetic preparation); PREP (Preparation); RACT 
(Reactant or reagent) 

(preparation of (benzo [5 , 6] cyclo [b] pyridinyl) piperazine and -piperidine 
derivs. and related compds. as farnesyl protein transferase inhibitors 
for treatment of Trypanosoma brucei) 
RN 100643-71-8 CAPLUS 

CN 5H-Benzo [5, 6] cyclohepta [1, 2-b] pyridine, 8-chloro-6, 11-dihydro-ll- (4- 
piperidinylidene) - (CA INDEX NAME) 
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* STRUCTURE DIAGRAM TOO LARGE FOR DISPLAY - AVAILABLE VIA OFFLINE PRINT * 

AB The title pyridobenzocycloheptenes I [one of a-d = N, the others = 

(un) substituted CH; X = singly bonded N, singly or doubly bonded C; R, R2 = H, 
singly bonded substituent, Rl, R3 - H; R1R3 = bond; R4 = (un) substituted C02H, 
S02H, CONH2, acyl ; and the benzene and heterocyclic ring may have further 
substituents] which are used as an FPT inhibitor for the manufacture of a 
medicament for the treatment of cancer (e.g., non small cell lung cancer, 
squamous cell cancer of the head and neclc, CML, AML, non-Hodgkin' s lymphoma 



AN 
DN 
TI 



and multiple myeloma) in combination with therapeutically effective amts. of 
one or more antineoplastic agents, were prepared A preferred compound is II. 
2003:454126 CAPLUS Full -text <<LOGINID : : 20070622>> 
139:52885 



Use of pyridobenzocycloheptene FPT inhibitors and at least two 
antineoplastic agents in the treatment of cancer 
IN Cutler, David L.; Baum, Charles; Zaknoen, Sara L. 
PA Schering Corporation, USA 
SO PCT Int. Appl., 406 pp. 
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preparation) ; THU (Therapeutic use) ; BIOL (Biological study) ; PREP 
(Preparation) ; RACT (Reactant or reagent) ; USES (Uses) 

(preparation and use of pyridobenzocycloheptene derivs. as farnesyl protein 

transferase inhibitors for treating cancer) 
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AB . Cryst. polymorphs of 8-chloro-6 , 11-dihydro-ll- (4-piperidylidene) -5H- 
benzo[5, 6] cyclohepta [1, 2 -b] pyridine (descarbonylethoxyloratadine) , 
pharmaceutical compns. containing such polymorphs, and methods of using such 
polymorphs to treat allergic reactions in mammals, including humans, are 
disclosed. 

AN 2003:35358 CAPLUS Full-text «LOGINID : : 20070622>> 
DN 138:78570 

TI Polymorphs of descarbonylethoxyloratadine 

IN Schumacher, Doris P.; Lee, Junning; Rogers, Lawrence R. ; Eckhart, Charles 

G. ; Sawant, Naneshwar S.; Mitchell, Michael B. 
PA Schering Corporation, USA 
SO U.S. , 12 pp. 
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(preparation of polymorphs of antiallergic descarbonylethoxy- 
loratadine) 
RN 100643-71-8 CAPLUS 

CN 5H-Benzo [5, 6] cyclohepta [1, 2-b] pyridine, 8-chloro-6, 11-dihydro-ll- (4- 
piperidinylidene) - (CA INDEX NAME) 
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AB Disclosed is a method of treating malaria comprising administering an 

effective amount of a farnesyl protein transferase inhibitor to a patient in 
need of such treatment alone or in combination with an addnl . antimalarial 
agent and/or agent for reversing antimalarial resistance. Also disclosed are 
novel farnesyl protein transferase inhibitors. Compds. of this invention 
exhibit a P. falciparum ED50 range of between 0.05 ^M and 8.6 fxM. 

AN 2002:555351 CAPLUS Full -text <<LOGINID: : 20070622>> 

DN 137:125178 

TI Treatment of malaria with farnesyl protein transferase inhibitors and 

preparation of tricyclic compounds for said treatment 
IN Windsor, William T.; Weber, Patricia C; Wang, James J.-S.; Strickland, 

Corey; Njoroge, F. George; Guzi, Timothy J.; Girijavallabhan, Viyyoor M.; 



Ferreira, Johan A.; Desai, Jagdish A.; Cooper, Alan B.; Gelb, Michael 
PA Schering Corporation, USA 
SO PCT Int. Appl., 74 pp. 
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RL: RCT (Reactant) ; SPN (Synthetic preparation) ; PREP (Preparation) ; RACT 
(Reactant or reagent) 



(treatment of malaria with farnesyl protein transferase inhibitors and 
preparation of tricyclic compds . for treatment) 
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AB Title compds. [I; one of a, b, d, e = N, N:0; remaining a, b, d, e = C, where 
each C has an Rl or R2; each a, b, d, e = C, where each C has an Rl or R2; Rl, 
R2 independently = H, halo, CF3, alkoxy, alkylcarbonyl, alkylthio, aryloxy. 



arylcarbonyl, arylthio, heteroaryloxy , heterarylcarbonyl , heterarylthio; R3 , 
R4 independently = H, halo, CF3, alkoxy, alkylcarbonyl, alkylthio, aryloxy, 
arylcarbonyl, arylthio, heteroaryloxy, heterarylcarbonyl , heterarylthio; R5, 
R6, R7, R9 independently = H, halo, CF3, alkoxy, alkylcarbonyl , alkylthio, 
aryloxy, arylcarbonyl, arylthio, heteroaryloxy, heterarylcarbonyl, 
heterarylthio; R5R6 =0, S; R8 = H, alkoxycarbonyl , aryloxycarbonyl , 
cycloalkoxycarbonyl , heteroaryloxycarbonyl , alkylsulf onyl , arylsulf onyl , 
cycloalkylsulfonyl, heteroarylsulf onyl, HONHCO, NCNHCO, CF3NHC0, RlORllNCO, 
R12R13R14CO; RIO = alkyl ; Rll = H, OH, alkyl, aryl cycloalkyl heteroaryl; R12, 
R13, R14 independently = H, alkyl, aryl, cycloalkyl, heteroaryl; dotted line = 
single, double bond; X - N, CH; A = CH, CH2, CH] , stereoisomers, 
pharmaceutically acceptable salts, solvates, and prodrugs are prepared and are 
useful for inhibiting farnesyl protein transferase. Also disclosed are 
pharmaceutical compns. comprising title compds. I and their preparation as 
well as methods of using them to treat proliferative diseases such as cancer. 
Title compds. I and other chemotherapeutic agents, selected from signal 
transduction inhibitors (bcr/abl kinase inhibitor, epidermal growth factor 
receptor inhibitor, her-2/neu receptor inhibitor) , antineoplastic agents 
(uracil mustard, cyclo-phosphamide, etc.), microtubule affecting agents 
(Allocolchicine, Maytansine, etc.) are disclosed as pharmaceutical compns. 
Thus, the title compound II was prepared from 8-chloro-llH- 

benzo [5, 6] cyclohepta [1, 2-b]pyridin-ll-one, tert-Bu 1- piperazinecarboxylate, 
2-methylimidazole, and p-cyanophenyl isocyanate via carbonation and 
hydrogenat ion . 
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Cryst. polymorphs of 8-chloro-6, 11-dihydro-ll- (4-piperidylidene) -5H- 
benzo [5,6] cyclohepta [1,2 -b] pyridine ( I ) , pharmaceutical compns . containing 
such polymorphs, and methods of using such polymorphs to treat allergic 
reactions in mammals such as man are disclosed. I polymorph form 1 was 
prepared by hydrolysis of ethanolic loratadine in presence of KOH and 
recrystn, from Me iso-Bu ketone. The polymorph form 1 was a white crystalline 
solid containing 100% form 1, with no detectable amount of form 2. 
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AB Methods for treating urinary incontinence, vertigo, and motion sickness 
comprise administering a therapeutically effective amount of 
descarboethoxyloratadine, or a pharmaceutically acceptable salt thereof. 
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AB The title salt I-fumarate is prepd. for use as an antagonist of PAF (platelet 
activating factor) and an antihistaminic (no data) . I-fumarate has improved 
hygroscopic ity and light stability in comparison to I.3HC1 or the free base I. 
For example, I was prepared from loratadine by a sequence of: hydrolytic 
removal of the N-ethoxycarbonyl group (84%) , N-acylation with 5- 
methylnicotinic acid using DCC and HOBt (65%) , and chlorination/reduction of 
the amide using P0C13 followed by NaBH4 (72%) . Treatment of I with fumaric 
acid in EtOH gave 70% I-fumarate. When exposed to 98% humidity for 24 h, H20 
contents were 5.7% for I, and 28.3% for I.3HC1, but only 0.29% for I-fumarate. 
Similarly, irradiation at 150 klx for 1 h reduced purities to 92.7% for I, to 
74% for I.3HC1, but only to 99.2% for I.fumarate. 
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Methods are disclosed utilizing DCL, a metabolic deriv. of loratadine, for the 
treatment of allergic rhinitis, and other disorders such as diabetic 
retinopathy, while avoiding the concomitant liability of adverse side-effects 
associated with other non- sedating antihistamines. 
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AB Nine title compds . I [R = H, halo, Cl-4 alkyl, Cl-4 alkoxy] and a salt were 
prepared and tested. For example, the drug loratadine [II; Rl = C02Et] was 
treated with Me3SiI in CHC13 at 55-60o under Ar to give 77% II (Rl = H) . N- 
alkylation of this by 3 -methyl- 5- (bromomethyl) pyridine [prepared in situ by 
NBS broraination of 3 , 5-lutidine] in CCl4 in the presence of DMAP gave 40% I (R 



= 5-Me) (III), the most active compound In a test for Hl-antihistaminic 
activity, III was 20 times as potent as the known unsubstituted 4-pyridyl 
analog, and 25-70 times as potent as loratadine and 2 other carbonyl- 
containing analogs. In tests of I and the standard compds. for antagonism of 
platelet activating factor (PAF) , only II showed potent activity, being at 
least 10-fold more active than the other compds. 
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